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(Amended) A compound of formuTTl, 




N 



'Y 



NH 



B 



wherein 



represents H, C(0)Rii, SiRi2Ri3bi4 Ci_6 alkyi which latter group is 
optionally substituted or terminated by o\e or more substituent selected from 



ORi5Qr(CH2)nRi^; 



Ri2, Riband R^"^ independently represent H, phenyl or Ci_6alkyl; 



Ri^ represents Ci^alkyl, phenyl, OH, toOR^^or C(0)N(H)Ri8; 



R^" represents H, Ci.4alkyl or CH2C(0)6r15; 

R^^and R^^ independently represent H, Lgalkyl or C7.9alkylphenyl; 
Rii and R^^ independently represent H or\Ci.4alkyl; and 
q represents 0, 1 or 2; 

R^and R^ independently represent H, Ci.4a|kyl, cyclohexyl or phenyl; 
R" represents a structural fragment of formSila lla, lib or lie, 
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(CH2)k (CH2)| 



R4 





I la 



lib 



lie 



wherein 



k, I and m independently represent 0, 1, 2, 3 or 4; 

R^and independently repreWnt H, Si(Me)3, 1- or 2-naphthyl, a polycyclic 
hydrocarbyl group, CHR4iR42Qr Ci.4ilkyl (which latter group is optionally 
substituted by one or more fluorine aipms), or Cs.scycloalkyI phenyl, 
methylenedioxyphenyi, benzodioxanylAbenzofuranyl, dihydrobenzofuranyl, 
benzothiazolyl, benzoxazolyl, benzimidazolyl, coumaranonyl, coumarinyl or 
dihydrocoumarinyl (which latter twelve gVoups are optionally substituted by one 
or more of Ci^alkyl (which latter group isloptionally substituted by one or more 
halo substituent), C1.4 alkoxy, halo, hydroxy, cyano, nitro, SO2NH2, C(0)OH or 



N(H)R*3); 



R"*^ and R'*^ independently represent cyclohexyl or phenyl; 

R^and R^ independently represent H, 0i.4alkyl, C3.8 cycloalkyi, phenyl 
(which latter group is are optionally substituted by one or more of C1.4 alkyi 
(which latter group is optionally substituted bygone or more halo substituent), 
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Ci.4alkoxy, halo, hydroxy, cyano, Jiitro, SO2NH2, C(0)OH or N(H)R^) or togeth 
with the carbon atom to which theL are attached form a C3.8cycloalkyl ring; 

R'^^and R'^'^ independently rdbresent H or C(0)R^^; and 

R'^^ represents H, C1.4 alkyi or\Ci.4 alkoxy; 



er 



/ 



Y represents (CH2)2, CH=CH, (fcH2)3, CH2CH=CH or CH=CHCH2, which 
latter three groups are optionally substituted by Ci.4alkyl, methylene, 0x0 or 
hyd roxy ; 



n represents 0, 1, 2, 3 or 4; and 



B represents a structural fragment df formula IVa, IVb or IVc 





HN 



NH 



IVa 



HI 



IVb 





H 




NH 



IVc 



wherein 



and independently represents a single btond or CH2; 
or a pharmaceutically acceptable salt thereof. 
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3. (Amended) A c 



represents optionally su 




nd of formula I, as defined in Claim 1, wherein 
Ci.salkyI or H. 



5. (Amended) A compound of formula I, as defined in claim 1, wherein 



represents a structural fragment of formula I la. 



6. (Amended) A compound of formula I, as defined in claim 1, wherein 
represents (CH2)2. 



A 



7. (Amended) A compound of formula I, as defined in Claim 1, wherein 



n represents 1. 




8. (Amended) A compound of formula I, as defined in Claim 1, wherein 



B represents a structural fragment of formula IVa.. 



the fragment 



9. (Amended) A compound of formula I, as defined in claim 1, wherein 

-|-N > 





is in the S-configuration. 
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J 



1/i 



10. (Amended) A compound as claimed in Claim 1 which is 

(i?,6)-PhCH(CH,OH)-C(0)-Pro-(i?.5)ilig; 

(i)-3-methoxyphenyI-CH(CH,OH)-G(o)-Pro-Pab; 
(i?)-3-methoxyphenyI.CH(CH,OH)-i(0)-Pro-Pab; 
(i?,6)0-aminophenyI-CH(CH,OH)-jf(0)-Pro-Pab; 

(i?)-3<methyIamino)phenyI-CH(Ct/,OH)-CCO)-Pro-Pab; 

(^-3-(metfaylamino)phenyI-CH(cioH)-C(0}-Pro.Pab' 
(5)-PhCH(CH,OH)-C(0)-Pro-Pab/ 

(^-3-(trifluoromethyI)pheiiyI-CL|(CH,OH)-C(0)-Pro-Pab; 

(i?}-3-(trifliiorome%I)phenyl-di(CH,OH)-C(0)-Pro.Pab; 
(i?,^-3-hydroxyphenyI-CH(CIiOH)-C(0)-Pro-Pab; 

(i?>((3-chloro-5-methyIphenyicH(CH,OH)-C(0>Pro-^^^ 

(3)-((3-chloro-5-methyIphenyicH(CH30H).C(0)-Pro.Pab; 
(i)-3-fIuorophenyI-CH(CH,Qk)CO-Pro-Pab; 

(i?)-3-fIuorophenyI-CH(CHJH)CO-Pro-Pab; 

(^-3-chlorophenyI-CH(CH2/)H).C(0)-Pro.Pab; 

(i?)-3-chlorophenyI-CH(CfflOH)-C(0).Pro-Pab; 

(i?,i)-3,5-dime%lphenyI-JH(CH,OH)-C(0)-Pro^ 
(^-3,5.bis(trifIuoromethyl/phenyI-CHCT^ 

(i2)-3,5-bis(trifIuoromethyi)phenyI.CH(CH,^ 

(i?,i)0-methoxyo-.methXhenyI-CH(CH30H)-C(0)-Pro-Pa^ 

(^^-(2,5-dimethoxypheAyI)-CH(CH,OH)-C(0)-Pro-Pab; 

(^^-(3,5-dimethoxyphd'nyI)-CH(CH,OH)-C(0)-Pro-Pab;' 

(i?,i)-3,4-(methylenedicicyphenyI).CH(CH,OH)-C(0).Pro.Pab- 
(3)-3-(2-naphthyl)-CH(fcH,OH)-C(0)-Pro-Pab; 

W-3-(2-naphthyl)-CH/cH30H)-C(0)-Pro-Pab; 
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(i?)-2,5-<limethyIphenyI-CH(CH,Ow(-C(0)-Pro-Pab; 
(i)-2,5-dimethyIphenyI-CH(CH,0)H)-C(0)-Pro-Pab; 

(i?)-3-methoxy-4-hydroxyphenyI/CH(CH,0H)-C(O)-Pro-Pab; 

(5)-3-methoxy-4-hydroxyphen/cH(CH,0H)-C(O)-Pro-Pab; 

(i?)-3,5-dichiorophenyI-CH(CH,OH)-C(0)-Pro-Pab; 

(^-3,5-dichlorophenyl-CH(c/H,OH)-C(0)-Pro-Pab; 

(i?)-2,3-dimethoxyphenyI-Ok(CH,OH)-C(0)-Pro-Pab; 

(^-2,3-dimethoxypheiiyl-CH(CH,OH)-C(0)-Pro-Pab; 

(i?)-3-methoxy-5-chloronfaenyI-CH(CH,OH)-CCO)-Pro-Pab; 
^^e'S)-3-methoxy-5-cWoro/henyI-CH(CH,OH)-C(0)-Pro-Pab; 
(i?)-2-me%l-5-meWyphenyI.CH(CH,OH)-C(0)-^^^ 

(5)-2-methyl-5-methokyphenyI-CH(CH,OH)-C(0)-Pro-Pab; 
(i?,5)-Ph-C(Me)(CH/oMe)-C(0)-Pro-Pab; 

(i2)-2,3-(metfaylene^oxyphenyI)-CH(CH,OH)-C(0)-^^ or 

(5)-2,3-(methyIen/dioxyphenyI)-CH(CH,0H)-C(O)-Pro-Pab^ 
or a pharmaceulifcally acceptable salt thereof. 



19. (Amended) A compound as claimed in Clai^y which is 



(i2,i)-Ph.CH(CH,OH)-C(0)-Pro-Pab.OH- 

(3}-3-raethoxyphenyI.CH(CH,OH)Ca^o.Pab(Z); 
(i?)-3-methoxypheny!-CH(CH,OHVO-Pro-Pab(Z); 
(i)-3-methoxyphenyl-CH(CH,a4c(0)-Pro.Pab-OH; 
(^)0-methoxyphenyl-CH(CH6H)-C(0)-Pro-Pab-OHl 
(6)-3.methoxyphenyl-CH^,OH)-C(0)-Pro-Pab.OC(0)Et; 
(/?)-3-methoxyphenyl-a{(CH,OH)-C(0)-Pro-Pab-OC(0)Et! 
(5).3-methoxyphenyJ/6H(CH,OH)-C(0)-Pro-Pab-OC(O^ 
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(i2)-3-methoxyphenyl-CH6CH,OH)-C(0)-Pro-Pafa-OC(0)CH3; 
(i?^-3-Ph-C(Me)(CH,0Me)-C(0)-Pro-Pab(Z); or 

(i?,i)0-methylphenyl-G;H(CH,OAc)-C(0)-Pro-Pab-OMe; 
or a pharmaceutically/ acceptable salt thereof. 




20. (Amended) A pharmaceutical formulation including a compound as 
defined in claim 1, or a pharmaceutidblly acceptable salt thereof, in admixture 
with a pharmaceutically acceptable adjuvant, diluent or camer.. 




28. (Amended) A method of treatment of a condition where inhibition of 
thrombin is required which method comprises administration of a therapeutically 
effective amount of a compound as defined in claim 1, or a pharmaceutically 
acceptable salt thereof, to a person suffering from, or susceptible to, such a 



condition. 




32. (Amended) A process for the preparation of compounds of formula I 
as defined in claim 1, which comprises: 

(a) the coupling of a compound of formula V, 




V 
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wherein R\ R2 R3 and R'' are as defined in Claim 1, with a compound of 



formula VI, 




H N Y 






NH (CH2)n 



B 



VI 



wherein Y, n and B are as defined in Claim 1; or 
(b) the coupling of a compound of formula VII, 



r2 r3 




O^OH 



VI! 



wherein Ri, R^, R3, rx and Y are as defined in Claim 1 with a compound of 



formula VIII, 



H2N-(CH2)n-B 

wherein n and B are as defined in Claim 1. 



VIII 
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Please add the following new claim: 



33. (New) A com 



a I, as defined in Claim 1, wherein 



and R3 are both H. 
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• 




1. (Twice Amended) A compound of/ormula I, 




B 



wherein 



CI 



represents H, C{0)W\ SiR^^Rispu^^ C,_6alkyl which latter group is 
optionally substituted or terr/iinated by one or more substituent selected from the 
group consisting of OR^^a/id {CH2)qR^^ 

R , R^^and R^'^ independently represent H, phenyl or Ci_6alkyl; 

R^^ represents CAalkyI, phenyl, OH, C(0)OR^^or C(0)N(H)R'^ 

R^^ represents H, Ci.4alkyl or CH2C(0)0R^^; 

R and R independently represent H, Clq alkyi or C7.9 alkylphenyl; 



R and R independently represent H or C1.4 alkyI; and 
q represents/o, 1 or 2; 
R^and R^a/e both hydrogen; 

R" represehts a structural fragment of formula lla, lib or lie, 
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(CH2)k 



R4 



(CH2)| 



R3 



\ 



' (^H2)m 




lib 



lie 



wherein 



k, I and m independently/represent 0, 1 , 2, 3 or 4; 
R'^and independently represent H, Si(Me)3, 1- or 2-naphtliyl, a 
polycyclic inydrocarby! group,/CHR'*^R'*^or Ci.4all<yl (which latter group is 
optionally substituted by one or more fluorine atoms), or C3.8 cycloalkyi, phenyl, 
methylenedioxyphenyl, benzodioxanyl, benzofuranyl, dihydrobenzofuranyl, 
benzothiazolyl, benzoxazcayl, benzimidazolyl, coumaranonyl, coumarinyl or 
dihydrocoumarinyl (which/latter twelve groups are optionally substituted by one 
or more of Ci.4alkyl (whiah latter group is optionally substituted by one or more 
halo substituent), C1.4 al|f:oxy, halo, hydroxy, cyano, nitro, SO2NH2, C(0)OH or 
N(H)R*^); 



R"*^ and R'*" indedendently represent cyclohexyl or phenyl; 
R®and R^ independently represent H, Ci.4alkyl, C3.8 cycloalkyi, phenyl 
(which latter group is sire optionally substituted by one or more of C1.4 alkyi 
(which latter group is optionally substituted by one or more halo substituent), 
Ci.4alkoxy, halo, hydroxy, cyano, nitro, SO2NH2, C(0)OH or N(H)R'^) or together 



1 42 
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• 



with the carbon atom to which they ar6 attached form a C3.8 cycloalkyi ring; 



R'^^and R"*"^ independently repfesent H or C(0)R'^^; and 



R"^^ represents H, Ci.4alkyl qJ- C1.4 alkoxy; 



Y represents (CH2)2, CH^H, (CH2)3, CH2CH=CH or CH=CHCH2, which 
latter three groups are optional/y substituted by Ci.4alkyl, methylene, 0x0 or 
hydroxy; 



n represents 0, 1 , 2, 3 or 4; and 



B represents a structural fragment of formula IVa or IVc 






IVa 



HI 




NH 



IVc 



or a pharmaceutically acceptable salt thereof. 



8. (Twice Amended) A compound of formula I, as defined in Claim 1 , 
wherein B represents a structural fragment of formula IVa. 
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• 



1 1 . (Amended) A compound of formula I, as defined in Claim 1 , provided 
that when represents a structural fragment of formula I la, then R"^ and/or R^ 
do/does not represent phenyl substituted by halo-substituted C^.6 alkyl. 

1 2. (Amended) A compound of formula I, as defined in Claim 1 , provided 
that when R^ represents a structural fragment of formula lla, then R^ and/or R^ 
do/does not represent methylenedioxyphenyl, benzodioxanyl, benzofuranyl, 
dihydrobenzofuranyl, benzothiazolyl, benzoxazolyl, benzimidazolyl, 
coumaranonyl, coumarinyl or dihydrocoumarinyl. 

13. (Amended) A compound of formula I, as defined in Claim 1 , provided 
that when R'' represents a structural fragment of formula lie, then R^ and/or R^ 
represent(s) unsubstituted phenyl. 

1 4. (Amended) A compound of formula I, as defined in Claim 1 , wherein, 
when R'* represents a structural fragment of formula lla, then R"* and/or R^ 
represent(s) phenyl substituted by halo-substituted Ci.6 alkyl. 

1 5. (Amended) A compound of formula I, as defined in Claim 1 , wherein, 
when R'' represents a structural fragment of formula lla, then R'^ and/or R^ 
represent(s) methylenedioxyphenyl, benzodioxanyl, benzofuranyl, 
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dihydrobenzofuranyl, benzothiazolyl, benzoxazolyl, benzimidazolyl, 
coumaranonyl, coumarinyl or dihydrocoumarinyl. 



16. (Amended) A compound of formula I, as defined in Claim 1 , wherein, 
when represents a structural fragment of formula lie, then and/or R^ 
represent(s) substituted phenyl. 



17. (Amended) A compound of formula la, 



V 



r2 r3 




la 



(CH2)n 



B1 



wherein represents a structural fragment of formula IVd or IVf 






NHD2 



IVd 



IVf 



wherein D^^ and independently represent H, OH, 0R^ OC(0)R^ 
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OC(0)OR^ C(0)OR^ or C(0)R« and R^ R^ R^ R'' and R^ independently 
represent phenyl, benzyl, (CH2)2)OC(0)CH3 or Clb alkyi which latter group Is 
optionally interrupted by oxygen; and R\ R^ R^ R^ Y and n are as defined in 
r Claim 1 , or>iDharmaceutically acceptable salt thereof, provided that and 
do-not-bothl^present H. 



20. (Twice Amended) A pharmaceutical formulation including a 
compound as defined in claim 1 , or a pharmaceutically acceptable salt thereof, in 
admixture with a pharmaceutically acceptable adjuvant, diluent or carrier. 
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